C: \Program Files\Stnexp\Queries\10802765 . str 



... ! 




I I 



\ 



12 



I 4 




I I 

25 27 



:37 

\ 



I I 



chain nodes : 

7 8 16 17 23 24 36 37 38 39 40 47 
ring nodes : 

1 2 3 4 5 6 10 11 12 13 14 15 25 26 27 28 29 30 31 32 33 34 35 
ring/chain nodes : 
9 

chain bonds : 

2-47 3-23 4-7 8-9 16-17 26-31 36-37 37-38 37-39 
ring bonds : 



1-2 1-6 2-3 


3 


-4 


4-5 5- 


6 10- 


11 10- 


26-27 27-28 


28 


-29 


30-31 


30-35 


31-32 


exact /norm bonds 












1-2 1-6 2-3 


2 


-47 


3-4 3 


-23 4 


-5 4-7 


14-15 16-17 


25 


-26 


25-29 


26-27 


27-28 


exact bonds : 












26-31 36-37 


37 


-38 


37-39 






normalized bonds 












30-31 30-35 


31 


-32 


32-33 


33-34 


34-35 



Gl: [*1] , [*2] , [*3] 

G2: [*4] , [*5] , [*6] , [*7] 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: CLASS 8: CLASS 9 : CLASS 10: Atom 
11: Atom 12: Atom 13: Atom 14: Atom 15: Atom 16: CLASS 17: Atom 23: CLASS 24 : Atom 
25: Atom 26:Atom 27: Atom 28: Atom 29: Atom 30:Atom 31:Atom 32:Atom 33:Atom 34: Atom 
35: Atom 36: CLASS 37: CLASS 38 : Atom 39: Atom 40: Atom 47: CLASS 
Generic attributes : 
17: 



10/802,765 



=> d his 

{FILE 1 HOME 1 ENTERED AT 12:07:18 ON 14 APR 2005) 

FILE ' REGISTRY 1 ENTERED AT 12:07:30 ON 14 APR 2005 
LI STRUCTURE UPLOADED 

L2 0 S LI 

L3 8 S LI FULL 

FILE 'CAPLUS' ENTERED AT 12:08:11 ON 14 APR 2005 
L4 15 S L3 

=> d que 14 stat 
LI STR 

* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT 

Structure attributes must be viewed using STN Express query preparation. 

L3 8 SEA FI LE=REGI STRY SSS FUL LI 

L4 15 SEA FILE=CAPLUS ABB=ON PLU=ON L3 



=> d 1-15 bib abs hitstr 



10/802,765 



Page 2 



ANSWER 1 OF 15 CAPLUS COPYRIGHT 2005 ACS on STN 

2003:16766 CAPLUS 

138:131144 

Aryl-substituted thiazolidinones and therapeutic use thereof 

Sun, Qun; Kyle, Donald J. 

Euro-Celtique, S.A., Luxembourg 

PCT Int. Appl., 45 pp. 
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ANSWER 1 OF 15 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
amelioration of both acute and chronic pain, of depression, as local 
anesthetics, as antiarrhythmics and for the treatment or prevention of 
diabetic neuropathy. The compds. of the invention are sodium channel 
blockers. 

491664-53-0 491864-87-0 

RL: PAC (Pharmacological activity) > THU (Therapeutic use) > BIOL 
(Biological study)/ USES (Uses) 

( a ryl- substituted thiazolidinones and therapeutic use) 
491864-53-0 CAPLUS 

4H-1, 3-Thiazin-4-one, 2- (2, 2-diphenylethenyl) tetrahydro-3- [2- (1- 
piperidinyl) ethyl)- (9CI) (CA INDEX NAME) 



Ph 2 C=p 

CH2-CH; — 



O 



RN 491864-87-0 CAPLUS 

CN 4H-l,3-Thiazin-4-one, 3- [2- (dime thy land no) ethyl) -2- (2, 2- 
diphenylethenyl)tetrahydro- (9CI) (CA INDEX NAME) 




CH2— CH2-NMe2 



THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



AB The invention discloses a ryl -substituted thiazolidinones I [n - 1, 2> Rl - 
YN(R3)(R4) (Y - alkylene; R3, R4 - H, alkyl, aryl, or R3 and R4 together 
form alkylene chain having 4-5 C optionally interrupted by N or O) , 
pyridylalkyl, optionally substituted piperidin-4-yl; R2 - optionally 
substituted phenoxyphenyl, optionally substituted phenylthiophenyl, 
optionally substituted benzyloxyphenyl, etc.], or a pharmaceutical ly 
acceptable salt or solvate thereof. The invention also discloses the use 
of I for the treatment of neuronal damage following global and focal 
ischemia, for the treatment or prevention of neurodegenerative conditions, 
e.g. amyotrophic lateral sclerosis, and for the treatment, prevention or 
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2001:428220 CAPLUS 

135:272658 

Intramolecular C-H--0 interaction between lactam oxygen and N-alkyl 
protons 

Barone, V.; Bolognese, A.; Correale, G.; Diurno, M. V. i Gomez -Monterrey, 
I.; Mazzoni, O. 

Dipartimento di Chimica, Universita di Napoli "Federico II", Naples, Italy 

Journal of Molecular Graphics k Modelling (2001), 19(3/4), 318-324 

CODEN: JMGMFIf ISSN: 1093-3263 

Elsevier Science Inc. 

Journal 

English 

We report evidence of an unusual C-H— O interaction between an 

a-methylene hydrogen of the alkylamine chain of substituted 

(N,N-dimethylamino)propyl-azetidinones, substituted (N,N- 

dimethylami no) propyl- thiazolidinones and substituted (N,N- 

dimethylami no) propyl- thiazinone and the lactam carbonyl oxygen. NMR anal. 

results, supported by raol. mechanics predictions, were in agreement with 

ab initio calcns. The observed interaction shortening the nitrogen-nitrogen 

distance in the Hl-histamine antagonist, 2- (4-methylphenyl) -3-(3-(N,N- 

dimethylamino) propyl] -1, 3- thiazolidin-4-one, could explain its fitting 

with the Hl-antihistaminic pharmacophore model and the high 

antihistaminic activity. 

363602-74-8? 

RL: PRP (Properties); SPN (Synthetic preparation) t PREP (Preparation) 
(intraraol. C-H--0 interaction between lactam oxygen and N-alkyl 
protons) 

363602-74-8 CAPLUS 

4H-1, 3-Thiazin-4-one, 3- (3- (dimethylamino) propyl] tetrahydro-2- (4- 
methylphenyl)- (9CI) (CA INDEX NAME) 
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TI Preparation of tripeptoid analogs as serine protease inhibitors 
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PA Cortech, Inc., USA 
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AB Tripeptides I [X, Y • 0, H, or S, provided that at least one of X or Y - 
N; Rl - <un) substituted <C5-I2)aryl, (C5-12) arylalkyl, (C5-12) arylalkenyl, 
fused (C5-12)aryl-cycloalkyl, alkyl- or alkenyl-fused <C5-12)aryl- 
cycloalkyl optionally comprising one or more heteroatoms selected from N, 
S, or non-peroxide 0; R2, R3 - H or alJcyli A - CO, NHCO, S02, 02C, or CH2; 
R4 - H, alkyl, alkenyl, cycloalkyl, aryl, or arylalkyl (with provisos)] 
were prepared as serine protease inhibitors, including inhibitors of human 
neutrophil elastase. Thus, peptide I (Cbz - benzyl oxycarbonyl) (CE-2072) 
was prepared and shoved Ki - 0.025 nM for inhibition of elastase. 

IT 20»8«5-59-4P, Ce-2118 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation) t THU (Therapeutic use) I 
BIOL (Biological study) j PREP (Preparation) ; USES (Uses) 

(preparation of tripeptoid analogs as serine protease inhibitors) 

RN 208845-59-4 CAPLUS 

CN 2H-l,3-Thiazine-3(4H)-acetamide, dihydro-N- [ (IS) -2-methyl-l- ( [5- [ (3- 

methylphenyl) methyl] -1,3, 4-oxadiazol-2-yl) carbonyl] propyl] -4-oxo-2-phenyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ON 132:78559 

TI Preparation of heterocyclic compounds as serine protease inhibitors 
IN Gyorkos, Albert* Spruce, Lyle W. 
PA Cor tech Inc., USA 

SO U.S. , 107 pp., Cont.-in-part of U.S. 5,891,852. 
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AB The present invention relates to a series of compds. of general structure 
I ( X, Y - O, N, or S provided that at least one of X or Y - Ni Rl - C5-12 
aryl, C5-12 arylalkyl, or C5-12 arylalkenyl with at least one N, S, and 0> 
R2, R3 - H or alkyl; B - S(0)2 or C(O); R6 - heterocycles (generic 
structures given)] that are useful as serine protease inhibitors, 
including inhibitors for human neutrophil elastase. In an in vitro test 
for inhibition of elastase, the title compound II shows the Ki value of 
78.3. Compds. of the invention are useful in treating conditions such as 
adult respiratory distress syndrome, septic shock, and multiple organ 
failure. 

IT 209845-59-4P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of heterocyclic compds. as serine protease inhibitors) 
RN 208845-59-4 CAPLUS 

CN 2H-l,3-Thiazine-3(4H)-acetamide, dihydro-N- [ (IS) -2-raethyl-l- [ [ 5- ( (3- 

methylphenyl) methyl) -1,3, 4 -oxadiazol-2-yl) carbonyl] propyl] -4-oxo-2-phenyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Rl « - A- D-NRl 0cH2CONHCR2r3( 



AB Proline analogs I [X, Y - 0, S, N or substituted N; Rl - (un) substituted 
alkyl, alkenyl, or alkynyl, hydroxy, amino, alkylamino, dialkylamino, 
cycloalkyl, alkylcycloalkyl, alkenylcycloalkyl, cycloalkenyl, 
alkylcycloalkenyl, alkenylcycloalkenyl, aryl, arylalkyl, arylalkenyl, 
etc.; R2, R3 - H, (un) substituted alkyl or alkenyl, -RCOR*, -RC02R' , 
-RNR'R* 'R0, or -RCONR'R' * , vhere R is alkyl or alkenyl and R', R", and R0 
are H, alkyl, alkenyl, cycloalkyl, aryl, cycloalkyl, etc.; R10 - aryl, 
arylalkyl, arylalkenyl, cycloalkyl, alkylcycloalkyl, etc.; D is a direct 
bond or an amino acid selected from proline, isoleucine, 
cyclohexylalanine, or cysteine optionally substituted at sulfur, A is a 
direct bond, CO, NHCO, S02, OCO, CH2; R14 - H, alkyl, alkenyl, aryl, 
arylalkyl, cycloalkyl, alkylcycloalkyl, etc.) were prepared as serine 
protease inhibitors. Thus, (benzyloxycarbonyl) -L-valyl-N- [1 (S) - [ [5- (3- 
methylbenzyl)-l,3,5-oxadiazolyl]carbonyl]-2-methylpropyl)-L-prolinamide 
was prepared and showed Ki - 0.025 nK for inhibition of human neutrophil 
elastase. 

IT 20BB45-59-4P, CE 2118 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of prolinyl peptide analogs as serine protease inhibitors) 

RN 208845-59-4 CAPLUS 

CN 2H-l,3-Thiazine-3(4H)-acetamide, dihydro-N-[ (IS) -2-methyl-l- [ (5- ( (3- 

methylphenyl) methyl] -1, 3, 4-oxadiazol-2-yl] carbonyl} propyl] -4-oxo-2-phenyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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R6-B-NHCR2R3, 



Proline analogs I (X, Y - O, S, N or substituted N; Rl - (un) substituted 
alkyl, alkenyl, or alkynyl, hydroxy, amino, alkylamino, dialkylamino, 
cycloalkyl, alkylcycloalkyl, alkenylcycloalkyl, cycloalkenyl, 
alkylcycloalkenyl, alkenylcycloalkenyl, aryl, arylalkyl, arylalkenyl, 
etc.; R2, R3 - H, (un) substituted alkyl or alkenyl, -RCOR', -RC02R' , 
-RNR'R"R0, or -RCONR'R", where R is alkyl or alkenyl and R' , R" , and R0 
are H, alkyl, alkenyl, cycloalkyl, aryl, cycloalkyl, etc.; B - S02, CO, 
OCO, CH2CO; R6 - aryl, arylalkyl, cycloalkyl, alkylcycloalkyl, or 
R14-A-D-NR7CHR8-, where R7R8 is o- (CH2) nC6H4 (CH2)m (m, n - 0, 1), D is a 
direct bond or an amino acid selected from proline, isoleucine, 
cyclohexylalanine, or cysteine optionally substituted at sulfur, A is a 
direct bond, CO, NHCO, S02, OCO, CH2; R14 - H, alkyl, alkenyl, aryl, 
arylalkyl, cycloalkyl, alkylcycloalkyl, etc.) were prepared as serine 
protease inhibitors. Thus, (benzyloxycarbonyl) -L-valyl-N- (1 (S) -( [5- (3- 
methylbenzyl) -1, 3, 5-oxadiazolyl] carbonyl] -2-methylpropyl] -L-prolinamide 
was prepared and showed Ki - 0.025 nH for inhibition of human neutrophil 
elastase. 

200045-59-4P, CE 2118 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of prolinyl peptide analogs as serine protease inhibitors) 
208845-59-4 CAPLUS 

2H-1, 3-Thiazine-3 (4H) -acetamide, dihydro-N- ( (IS) -2-methyl-l- ( 1 5- ( (3- 

me thylphenyl) methyl] -1,3,4 -oxadiazol-2-yl] carbonyl] propyl] -4 -oxo- 2 -phenyl - 

(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The present invention relates to certain substituted oxadiazole, 

thiadiazole and triazole peptoids I {X, Y - O, N, S; at least one of X or 
Y - Ni Rl - alkyl, alkenyl (un) substituted with halo or OH; alkynyl, 
alkyl-C02Me, dialkylamino, alkyldialkylamino; cycloalkyl, alkylcycloalkyl, 
alkenyleycloalkyl, C5-12 aryl, C5-12 arylalkyl, C5-12 arylalkenyl 
optionally containing il N, S, O atoms, and optionally substituted* R2, 
R3, R21, R31 - independently H, alkyl, alkylthio, alkylthioallcyl, 
cycloalkyl, alkylcycloalkyl, Ph, phenylalkyl optionally substituted with 
guanidine, carboalkoxy, OH, haloalkyl, alkylthio, alkylguanidine, 
dialkylguanidine, araidine; B - S02, CO; R6 - fused cycloheptane ring 
system Q1-Q3; R13, R15 - independently H, alkyl, halo, alkoxy, 
carboalkoxy, cycloalkoxy, carboxyl, alkylthio, amino, alkylamino or 
dialkylamino aryl, fused aryl, cycloalkyl optionally containing il 0, 
N, S atoms, and optionally substituted with halo or alkyl; R14 - H, 
aminoalkyl, alkenyl; (un) substituted cycloalkyl, aryl, arylalkyl, fused 
aryl -cycloalkyl optionally containing il N, O, S atoms] and 
pharmaceutical ly acceptable salts thereof, which are useful as inhibitors 
of human neutrophil elastase (HNE) for the treatment of HNE-mediated 
processes implicated in conditions such as adult respiratory distress 
syndrome, septic shock and multiple organ failure. A series of studies 
also have indicated the involvement HNE in myocardial ischemia-reperfusion 
injury, emphysema. R14 - H, aminoalkyl, alkenyl; cycloalkyl, aryl, 
arylalkyl, fused aryl -cycloalkyl optionally containing il N, 0, S 
atoms, and optionally substituted with alkyl, halo, alkoxy, amino, 
alkylamino, dialkylamino, carboxy, alkenyl, alkynyl, haloalkoxy, 
carboalkoxy, alkylcarboxamido, aryl, arylcarboxamido, alkylthio, 
haloalkylthioj . HNE-mediated processes are implicated in other conditions 
such as arthritis, periodontal disease, glomerulonephritis, dermatitis, 
psoriasis, cystic fibrosis, chronic bronchitis, atherosclerosis, 
Alzheimer's disease, organ transplantation, corneal ulcers, and invasion 
behavior of malignant tumors. Thus, coupling of 
hexahydroazepinoindolecarboxylic acid II (Fmoc - 9- 

f luorenylmethoxycarbonyl) with amino ale. Ill (preparation given), followed 

by 

Swern oxidation and deprotection gave desired title compound IV. IV 
inhibited 

human neutrophil elastase with Ki - 10.0 nM. 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) > SPN (Synthetic preparation) ; THU (Therapeutic use) t 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of fused cycloheptane azole heterocyclic peptoids as serine 
protease inhibitors) 
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CN 2H-l,3-Thiazine-3(4H)-acetamide, dihydro-N-( (IS) -2-methyl-l-( (5-( (3- 

me thy lphenyl) methyl] -1, 3, 4-oxadiazol-2-yl) carbonylj propyl] -4-oxo-2-phenyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RlO O n2 ,,3 N = X 
0 



0 CHMe2 N— 0 



AB The present invention relates to certain substituted oxadiazole, 

thiadiazole and triazole peptoids I [X, Y - O, N, S; at least one of X or 
Y - Ni Rl - alkyl or alkenyl optionally substituted with halo or hydroxy; 
alkynyl, alkyl-C02Me, di alkyl ami no, alkyldialkylamino; or cycloalkyl, 
alkylcycloalkyl, alkenylcycloalkyl, C5-12 aryl, C5-12 arylalkyl, C5-12 
arylalkenyl optionally containing 1 or more heteroatoms N, S, 0, and 
optionally substituted; R2, R3 - independently H, alkyl, alkylthio, 
alkylthioalkyl, cycloalkyl, alkylcycloalkyl, Ph, phenylalkyl optionally 
substituted with guanidine, carboalkoxy, OH, haloalkyl, alkylthio, 
alkylguanidine, dialkylguanidine or amidine; R10 - C5-6 aryl, C5-6 
arylalkyl, C5-6 arylalkenyl, cycloalkyl, arylcycloalkyl optionally 

containing 

1 or more heteroatoms N, S, 0, and optionally substituted; D - bond, CO, 
amino acid residue; A - bond, CO, NHCO, S02, 02C, CH2; R14 - H, alkyl, 
alkenyl, cycloalkyl, aryl, arylalkyl, fused aryl -cycloalkyl optionally 
containing 1 or more heteroatoms N, 0, S, and optionally substituted] , and 
pharmaceutical^ acceptable salts thereof, which are useful as inhibitors 
of human neutrophil elastase (HNE) for the treatment of HNE-mediated 
processes implicated in conditions such as adult respiratory distress 
syndrome, septic shock and multiple organ failure. A series of studies 
also have indicated the involvement HNE in myocardial ischemia-reperfusion 
injury, emphysema. HNE-mediated processes are implicated in other 
conditions such as arthritis, periodontal disease, glomerulonephritis, 
dermatitis, psoriasis, cystic fibrosis, chronic bronchitis, 
atherosclerosis, Alzheimer's disease, organ transplantation, corneal 
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ulcers, and invasion behavior of malignant tumors. Thus, oxadiazolyl 
tripeptoid II (Rl - CH2C6H4CF3-3; Cbz - PhCH202C) inhibited human 
neutrophil elastase with Ki - 0.98 nM. 

IT 20B045-59-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of azole heterocyclic peptoids as serine protease 
inhibitors) 

RN 208845-59-4 CAPLUS 

CN 2H-l,3-Thiazine-3(4H)-acetamide, dihydro-N-l (IS) -2-methyl-l- ( (5- [ (3- 

me thy lphenyl) methyl] -1, 3, 4 -oxadiazol-2-yl)carbonyl] propyl] -4-oxo-2-phenyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The present invention relates to certain substituted oxadiazole, 

thiadiazole and triazole peptoids I [X, Y - O, N, S; at least one of X or 
Y - N; Rl - alkyl or alkenyl optionally substituted with halo or hydroxy; 
alkynyl, alkyl-C02Me, dialkylamino, alkyldialkylamino; or cycloalkyl, 
alkylcycloalkyl, alkenylcycloalkyl, C5-12 aryl, C5-12 arylalkyl, C5-12 
arylalkenyl optionally containing 1 or more heteroatoms N, S, O, and 
optionally substituted; R2, R3 - R'2, R'3 - independently H, alkyl, 
alkylthio, alkylthioalkyl, cycloalkyl, alkylcycloalkyl, Ph, phenylalkyl 
optionally substituted with guanidine, carboalkoxy, OH, haloalkyl, 
alkylthio, alkylguanidine, dialkylguanidine or amidine; Rll, R12 and E 
together form a monocyclic or bicyclic ring comprising 5-10 atoms selected 
from C, N, S, and 0; said ring containing 1 or more keto groups; and 
optionally substituted with halo, cyano, nitro, haloalkyl, amino, 
aminoalkyl, dialkylamino, alkyl, alkenyl, alkynyl, alkoxy, carboxyl, etc; 
or cycloalkyl, alkylcycloalkyl, alkenylcycloalkyl, C5-12 aryl, C5-12 
arylalkyl, (C5-12 arylalkyl) OCONH, C5-12 arylalkenyl optionally containing 1 
or more heteroatoms N, S, O, and optionally substituted], and 
pharmaceutical ly acceptable salts thereof, which are useful as inhibitors 
of human neutrophil elastase (HNE) for the treatment of HNE-mediated 
processes implicated in conditions such as adult respiratory distress 
syndrome, septic shock and multiple organ failure. A series of studies 
also have indicated the involvement HNE in myocardial ischemia-reperfusion 
injury, emphysema. HNE-mediated processes are implicated in other 
conditions such as arthritis, periodontal disease, glomerulonephritis, 
dermatitis, psoriasis, cystic fibrosis, chronic bronchitis, 
atherosclerosis, Alzheimer's disease, organ transplantation, corneal 
ulcers, and invasion behavior of malignant tumors. Thus, coupling of 
valine -de rived oxadiazole II (Rl - CH2C6H4Me-3) (preparation given) with III 
(Cbz - PhCH202C), followed by oxidation of the secondary ale. to the 
corresponding ketone gave oxadiazole peptide derivative IV. IV inhibited 
human neutrophil elastase with Ki - 0.21 nM. 

IT 208845-S9-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of azole heterocyclic peptoids as serine protease 
inhibitors) 

RN 208845-59-4 CAPLUS 

CN 2H-1, 3-Thiazine-3 (4H) -acetamide, dihydro-N-( (IS) -2-methyl-l- ( (5- ( (3- 

methylphenyl) methyl] -1, 3, 4-oxadiazol-2-yl] carbonyl] propyl] -4-oxo-2-phenyl- 
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Absolute stereochemistry. 
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study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of azole heterocyclic peptoids as serine protease inhibitors) 

RN 208845-59-4 CAPLUS 

CN 2H-l,3-Thiazine-3(4H)-acetamide, dihydro-N-[ (IS) -2-methyl-l- ( (5- ( (3- 

methylphenyl) methyl) -1, 3, 4-oxadiazol-2-yl} carbonyl] propyl] -4-oxo-2-phenyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



R4_ A -Val-Pro-NH^Y > ^^ Rl 

0 I 

CHMe2 N-N CHMe 2 N-N 

N^T^O ^ ^-V a l"Pr<>-NH^Y^ 0 ^" Rl 




THERE ARE 31 CITED REFERENCES AVAILABLE FOR THIS 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



AB The present invention relates to certain substituted oxadiazole, 

thiadiazole and triazole peptoids I (X, Y - O, N, S; at least one of X or 
Y - N; Rl - alkyl or alkenyl optionally substituted with halo or hydroxy; 
allcynyl, alkyl -C02Me, dialkylamino, alkyldialkylamino; or cycloalJcyl, 
alkylcycloalkyl, alkenylcycloalkyl, C5-12 aryl, C5-12 arylalkyl, C5-12 
arylalkanyl optionally containing 1 or more heteroatoms N, S, O, and 
optionally substituted; R2, R3 - independently H, alkyl, alkyl thio, 
alkylthioalkyl, cycloalkyl, alkylcycloalkyl, Ph, phenylalkyl optionally 
substituted with guanidine, carboalkoxy, OH, haloalkyl, alkylthio, 
alkylguanidine, dialkylguanidine or amidine; A - bond, CO, NHCO, S02, 02C, 
CH2, amino acid residue; R4 - H, alkyl, alkenyl, cycloalkyl, aryl, 
arylalkyl, fused aryl-cycloalkyl optionally containing 1 or more heteroatoms 
N, O, S, and optionally substituted], and pharmaceutical ly acceptable 
salts thereof, which are useful as inhibitors of human neutrophil elastase 
(HNE) for the treatment of HNE-mediated processes implicated in conditions 
such as adult respiratory distress syndrome, septic shock and multiple 
organ failure. A series of studies also have indicated the involvement 
HNE in myocardial ischemia-reperfusion injury, emphysema. HNE-mediated 
processes are implicated in other conditions such as arthritis, 
periodontal disease, glomerulonephritis, dermatitis, psoriasis, cystic 
fibrosis, chronic bronchitis, atherosclerosis, Alzheimer's disease, organ 
transplantation, corneal ulcers, and invasion behavior of malignant 
tumors. Thus, coupling of valine-de rived oxadiazole II (Rl - CH2C6H4Me-3) 
(preparation given) with Cbz-Val-Pro-OH (Cbz - PhCH202C) , followed by 

oxidation of 

the secondary ale. to the corresponding ketone gave oxadiazole peptide 
derivative III. Ill inhibited human neutrophil elastase with Ki - 0.025 nM. 

IT 2Q8845-59-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
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Proline analog peptides I and II [X, Y - 0, N, S; Rl - alkyl, alkenyl, 
alkynyl, dialkylamino, etc.; R2, R3 - H, alkyl, alkylthio, alkylthioalkyl, 
etc.; B - S02, CO; Zl, 22 - direct bond or CH2; D - direct bond or certain 
amino acid residues/ A - CO, NHCO, S02, OCO, 02CNH, CH2; R14 - H, alkyl, 
alkenyl, cycloalkyl, aryl, arylalkyl, etc.; V - S, O; R8 - alkylamino, 
dialkylamino, amino; R9 - H, alkyl, halo] or their pharmaceutical^ 
acceptable salts were prepared as serine protease inhibitors. Thus, 
(benzyloxycarbonyl) -L-valyl-N- [1- [2- [5- {3-methylbenzyl) -1,3, 4- 
oxadiazolyl] carbonyl] -2- (S) -methylprolylj -L-prolinamide, prepared from 
3- (S) -[ (benzyloxycarbonyl) amino] -2-acetoxy-4-methylpentanenitrile, 
3-methylphenylacetic hydrazide, and Cbz-Val-Pro-OH, shoved inhibition 
activity Ki - 0.025 nM. 
206845-59-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use); 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of proline analog peptides as serine protease inhibitors) 
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(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The present invention relates to certain substituted oxadiazole, 

thiadiazole and triazole peptide analogs I [X, Y - independently 0, S, 
(un) substituted N; Z - serine protease binding moiety, preferably a human 
neutrophil elastase binding moietyi Rl - (un) substituted alkyl, alkenyl, 
alkynyl; OH, amino, allcylamino, dialkylamino, cycloalkyl, alkylcycloalkyl, 
alkenylcycloalkyl, cycloalkenyl, alkylcycloalkenyl, alkenylcycloalkenyl, 
C5-12 aryl, C5-12 arylalkyl, C5-12 arylalkenyl, fused C5-12 
arylcycloalkyl, alkyl fused C5-12 arylcycloalkylj which are useful as 
inhibitors of serine proteases. Thus, Swern oxidation of reduced 
pseudopeptide II (2 - PhCH202C) , prepared in 8 steps from 
3S-(benzyloxycarbonylamino)-2-acetoxy-4-methylpentanenitrile, 
3-methylphenylacetic hydrazide, and Z-Val-Pro-OH, gave 741 desired 
oxadiazole III. Ill inhibited human neutrophil elastase with IC50 - 0.025 
nM in an in vitro assay. 

IT 208845-59-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified)/ SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of oxadiazole peptide analogs as serine protease and human 
neutrophil elastase inhibitors) 
RN 208845-59-4 CAPLUS 

CN 2H-l,3-Thiazine-3(4H)-acetamide, dihydro-N- [ (IS) -2-methyl-l- ( (5-( (3- 

methylphenyl) methyl) -1, 3, 4-oxadiazol-2-yl] carbonyl] propyl) -4-oxo-2-phenyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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1969:409716 CAPLUS 

71:9716 

Effect of structural variations on antioxidant capability. IV. 
Heterocycles with two heteroatoms 

Fenech, Giovanna; Tommasini, Alessandro; Valenti, Giacomo 
1st. Chira. Farm. Tossicol., Univ. Messina, Messina, Italy 
Atti della Societa Peloritana di Scienze Fisiche, Matematiche e Natural! 
(1967), 13(3-4), 157-71 
CODEN: ASPSAJ; ISSN: 0037-8860 
Journal 
Italian 

The antioxidant effect of title compds. toward vitamin C, at 60*, 

was in the following decreasing order: 2-phenyl-3- (R- substituted) -5- (Rl- 

substituted)thiazolidin-4-one (I) (R - piperidin-3-yl, Rl - H) , I (R - 

2- methylpiperidin-6-yl, Rl - H) , I (R - 3-methylpiperidin-6-yl, Rl - H) , I 
(R - 4-methylpiperidin-2-yl, Rl - H) , I (R - 3-methylpiperidin-2-yl, Rl - 
H) , 2-phenyl-3- (R- substituted) -6- (Rl -substituted) tetrahydro-1, 

3- tbiazin-4-one (II) (R - piperidi n-3-yl, Rl - H) , I (R - piperidin-2-yl, 
Rl - H), I (R - piperidin-2-yl, Rl - Me), II (R - 2-raethylpiperidin-6-yl, 
Rl - H), II (R - 3-methylpiperidin-6-yl, Rl - H) , II (4-methylpiperidin-2- 
yl, Rl - H), II (R - piperidin-4-ylcarbamoyl, Rl - C02H) , II (R - 
piperidin-2-yl, Rl - H) , II (R - piperidin-4-yl, Rl - H) , I (R - 
NHCOC5H4N, Rl - CH2C02H) , I (R - NHCOC5H4N, Rl - H) , I (R - NHCOC5H4N, Rl 
- Me), I (R - N:CHPh, Rl - CH2C02H) , I (R - N:CHPh, Rl - H) and I (R - 
N:CHPh, Rl - Me). 

10165-03-4 

RL: BIOL (Biological study) 

(antioxidant activity of) 
10165-03-4 CAPLUS 

4H-l,3-Thiazin-4-one, te trahydro-2-pheny 1-3- (4-pyridyl) - (7CI, 8CI) (CA 
INDEX NAME) 
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AN 1966:423765 CAPLUS 

DN 65:23765 

OREF 65:4439h,4440a-b 

TI Relation of chemical structure to activity of heterocyclic sulfates 
AU Fenech, Giovanna 

SO Atti della Societa Peloritana di Scienze Fisiche, Matematiche e Naturali 

(1965), 11(1-2), 117-29 

CODEN: ASPSAJ; ISSN: 0037-8860 
DT Journal 
LA Italian 

AB The antibacterial and Pharmacol, effects of a series of thiazolidinones 
and raetathiazanones were studied. Twenty-six compds. with and without 
ortho, raeta, and para substitution of CI or N02 on the phenyl ring and a 
2-, 3-, or 4-pyridyl ring or an isonicotinoylamino moiety on the N of the 
thiazole and metathiazanone rings were tested. Oral doses of 25-300 
lag. /kg. of various compds. were given rats kept under observation for 
characteristic central nervous system (CNS) effects. Antibacterial 
effects were followed by the agar diffusion technique using 6.3-mm. filter 
paper disks saturated with suspensions containing 20 y/ml. of the compds. 
studied. Of the metathiazanones, 2-phenyl-3- (3-pyridyl) -1, 3-thiazan-4-one 
and 2-phenyl- and 2- (2-chlorophenyl) -3- (4-pyridyl) -1, 3-thiazanione had 
stimulating effects on the CNS at doses >50 mg./kg., characterized by 
tremors and tonic convulsions. A depressing action was noted at lower 
dose levels. Of the thiazolidinones studied 2- (3-nitrophenyl) -3- (3- 
pyridyl) -4-thiazolidinone had a weak CNS stimulating effect and 
2- (2-chlorophenyl) - and 2- (3-nitrophenyl) -3- (isonicotinoylamino) -4- 
thiazolidinone had CNS depressing effects. Only 2- (2-nitrophenyl) -3- (2- 
pyridyl)-l,3-thiazan-4-one had a weak inhibiting effect on Staphylococcus 
aureus and Trichophyton aentagrophytes. The 6-membered Sheterocyclic 
ring, the unsubstituted phenyl ring, and the 4-pyridyl radical produced 
the greatest CNS effect. 

10165-03-4, 4H-l,3-Thiazin-4-one, tetrahydro-2-phenyl-3- (4- 
pyridyl)- 10165-04-5, 4H-1 , 3-Thiazin-4 -one, 2- lo- 
ch lorophenyl) tetrahydro-3- (4-pyridyl) - 

(pharmacology of) 
10165-03-4 CAPLUS 

4H-l,3-Thiazin-4-one, te trahydro- 2 -phenyl -3- (4-pyridyl) - (7CI, SCI) (CA 
INDEX NAME) 



IT 



CN 
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xx 



RN 10165-04-5 CAPLUS 

CN 4H-l,3-Thiazin-4-one, 2- (o-chlorophenyl) tetrahydro-3- (4-pyridyl) - 
8CI) (CA INDEX NAME) 
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AN 1962:66924 CAPLUS 
ON 56:66924 
OREF S6:12899e-9 

TI Reactivity of the azoaethine group- XI. Synthesis of 2-aryl-3-(3- and 

4-pyridyl)-l,3-thiazan-4-ones 
AU Fenech, Giovanna> Basile, Maria 
CS Univ. Messina, Italy 

SO Gazzetta Chimica Italiana (1961), 91, 163-72 

CODEN: GCITA9; ISSN: 0016-5603 
DT Journal 
LA Unavailable 

AB Reactions of Schiff bases froa 3- and 4-aminopyridine with HS (CH2) 2C02H 
(I) were described. I and the Schiff base from 3-aminopyridine and BzH 
refluxed in dry C6H6 70 hrs., gave 2-phenyl-3- (3-pyridyl) -1, 3-thiazan-4- 
one, m. 105-7*. together with some S (CH2CH2C02H) 2 and benzaldehyde 
thioacetal. The following 1, 3-thiazan-4-ones were similarly obtained: 
2- (2-chlorophenyl)-3- (3-pyridyl), m. 110-12* i 2- (3-nitrophenyl) -3- 
(3-pyridyl), a. 152-4* » 2-phenyl-3- (4-pyridyl) , a. 190-1* i 
2-(2-chlorophenyl)-3-(4-pyridyl), a. 201-3*. With p-O2NC6H4CH0. no 
cyclic coapound was obtained. With a-02NC6H4CHO and 1 in the presence of 
4-aainopyridine a mixture of products was obtained, including a 1:1 compound 
of the acid and aldehyde. 

IT 10165-03-4, 4H-l,3-Thiazin-4-one, tetrahydro-2-phenyl-3- (4- 
pyridyl)- 10165-04-3, 4H-l,3-Thiazin-4-one, 2-(o- 
chlo r ophe nyl ) te t rahyd ro- 3 - ( 4 -pyr idy 1 ) - 
(preparation of) 

RN 10165-03-4 CAPLUS 

CN 4H-1, 3-Thiazin-4-one, tetrahydro-2-phenyl-3- (4-pyridyl) - (7CI, 8CI) (CA 
INDEX NAME) 



n 



Ph 



RN 10165-04-5 CAPLUS 

CN 4H-l,3-Tbiazin-4-one, 2- (o-chlorophenyl) tetrahydro-3- < 4-pyridyl) - (7CI, 
8CI) (CA INDEX NAME) 
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AN 2004:657939 CAPLUS 

TI Qui nazoli nones and benzothiazi nones as novel sodium channel blockers 
AU Victory, Sam F.i Sun, Qun; Umberis, Jim; Kyi*, Donald 
J. 

CS Discovery Research, Purdue Pharma, L.P, Cranbury, NJ, 08512, USA 

SO Abstracts of Papers, 228th ACS National Meeting, Philadelphia, PA, United 

States, August 22-26, 2004 (2004), MEDI-075 Publisher: American Chemical 

Society, Washington, D. C. 

CO DEN: 69PTZ8 
DT Conference; Meeting Abstract 
LA English 

AB V102862 is a potent state-dependent sodium channel blocker (Ki - 370 nM, 
rBIIa) that has been shown to be efficacious in the Chung model of 
neuropathic pain. Toward the discovery of a second-generation compound 
having an improved pharmaceutical profile, we embarked on a systematic 
structure-activity investigation aimed at replacing the semicarbazone 
moiety of V102S62 with various heterocycles as a bioisosteric replacement. 
Our labs, have reported on several series of high affinity sodium channel 
blockers as part of this effort, including a series of compds. containing a 
thlaxolidlnon* ring system as a replacement. Some of the most 
potent compds. in the thlaxolidlnon* series possessed a 
hydrophobic aryl ether moiety, similar to VI 028 62, and also a 
piperidinylethylamine moiety. To further explore the bioisosteric 
replacement of the semicarbazone moiety of V102862, several addnl. series 
of compds. were synthesized including those having a quinazolin-4 (3H) -one 
or a 2, 3-dihydro-benzothiazin-4-one core ring system. Within each of 
these new series, the optimized piperidinylethylamine group of the 
thlaxolidlnon* series was held constant while the hydrophobic aryl 
ether moiety was varied, generating potent sodium channel blockers in each 
series. Details of the synthesis and SAR of analogs will be presented. 
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SO Abstracts of Papers, 228th ACS National Meeting, Philadelphia, PA, United 
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Society, Washington, D. C. 

CODEN: 69FTZ8 
DT Conference; Meeting Abstract 
LA English 

AB V102862 is a state-dependent sodium channel blocker that is efficacious in 
animal models of neuropathic pain. However, an in vivo metabolism study in 
rats suggested that the semicarbazone moiety of V102862 could account for 
formation of toxic semicarbazide metabolites. In order to improve potency 
and pharmaceutical profile, a focused chemical library with various 
substituted thlaxolidlnon** was prepared The lead compound 1 was 
identified with a Ki of 90 nM for state-dependent inhibition of Navl.2 
(rBIIa Na) channels co-expressed with beta 1 subunit in Xenopus oocytes. 
Further modification of the thlaxolidlnon* compound 1 led to a 
series of novel potent aryl substituted benzimidazoles (e.g. 2) as sodium 
channel blockers. 
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Parallel synthesis of a biased library of thlaxolidlnon** as a 
novel sodium channel antagonists 

Tafesse, Laykea; Sun, Qun; Limberis, James T.i Islam, Khondekar; 
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Society, Washington, D. C. 
CODEN: 69EKY9 

Conference; Meeting Abstract 
English 

A biased chemical library containing 91 differentially substituted 
thlaxolidlnon** was prepared in an effort to improve the pharmacol. 
and to overcome certain development liabilities of a known anticonvulsant 
agent V102862. The collection was prepared in a single step multi -component 
condensation reaction that produced good yields and very high crude purity 
(75%-85%). Seven compds., identified within the library were shown to be 
more potent than V102862, our parent reference compound, in an 
electrophysiol. 

assay measuring sodium channel antagonism. The most potent compound, 
3- (2-piperidinylethyl) -2- (3- (3-trif luoromethylphenoxy) phenyl) 
thlaxolidlnon*, has a Ki of 90 nM. 



CS 



DT 
LA 
AB 



AB The title compds. [I; Rl - Me, halo; R3 - alkyl, alkenyl, alkynyl, etc.; 

R4 - H; R5 - alkyl, cycloalkyl, aryl, etc.; n - 0-2; X - O, SJ , useful for 
treating or preventing pain in a patient, were prepared E.g., a multi-step 
synthesis of three title compds. II [R - 4-tert-butylphenyl, 
4-isopropylphenyl, and 4-trif luoromethylphenyl] , was given. The compds. I 
were tested for binding to the human VR1 receptor. Typically, the compds. 
I have an IC50 of < 25 pM for inhibition of capsaicin-induced 
activation. Assays for testing binding of the compds. I to mGluRS and to 
mGluRl are described (no data) . Pharmaceutical composition comprising the 
compound I is claimed. 



10/802,765 



Page 16 



L9 ANSWER 5 OF 11 CAPLUS COPYRIGHT 2005 ACS on STN 
AN 2003:625433 CAPLUS 
ON 140:93967 
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AB A biased chemical library containing 91 differentially substituted 
tniaxolidinonee, e.g., I, was prepared in an effort to improve the 
Pharmacol, of a known anticonvulsant agent V102862. The collection was 
prepared in a single-step multicomponent condensation reaction that produced 
the thlazolldlnone* in good yields and very high crude purity. 
Seven compds., identified within the library, were shown to be more potent 
than V102862, our parent reference compound, in an electrophysiol. assay 
measuring sodium channel antagonism. The most potent compound (I) has a Ki 
of 90 nM. 

RE.CNT 25 THERE ARE 25 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB The invention discloses aryl -substituted thlazolldlnone* I (n - 

1, 2; Rl - YN (R3) (R4) (Y - alkylene; R3, R4 - H, alkyl, aryl, or R3 and R4 
together form alkylene chain having 4-5 C optionally interrupted by N or 
O), pyridylalkyl, optionally substituted piperidin-4-yl; R2 - optionally 
substituted phenoxyphenyl , optionally substituted phenylthiophenyl, 
optionally substituted benzyloxyphenyl, etc.), or a pharmaceutical ly 
acceptable salt or solvate thereof. The invention also discloses the use 
of I for the treatment of neuronal damage following global and focal 
ischemia, for the treatment or prevention of neurodegenerative conditions, 
e.g. amyotrophic lateral sclerosis, and for the treatment, prevention or 
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amelioration of both acute and chronic pain, of depression, as local 
anesthetics, as antiarrhythmics and for the treatment or prevention of 
diabetic neuropathy. The compds. of the invention are sodium channel 
blockers. 

RE.CNT 6 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB A-B-C-D-E-P-G-H-I-J-Cn [A - H, D- and L- Arg, Gin, Asn. Lys, Sar, 
N-c-Ac-Lys, NG-p-tosyl-Arg, NG-N02-Arg, Lys-Lys, Ac-Arg, 
citrulline; B - bond, D- and L- Arg, Gin, Asn, Lys, Sar, 
No-Ac-Lys, NG-p- tOSyl-Arg, NG-N02-Arg, Ac-Arg, citrullinej C - 
bond, Pro, 4Hyp, Oic, dehydroPro, Tic, Aoc, L-azetidine-2-carboxylate, 
Eac, Gly, Thz, Aib; D - 2-pyrrolidinyl, Pro, 4Hyp, Oic, dehydroPro, Tic, 
Aoc, L-azetidine-2-carboxylate, Eac, Gly, Thz, Aib; S - 

X(CH2)aZl(CH2)nZ2(CH2)oCHYCO; X - bond, NH; 21, Z2 - bond, C3-B carbocycle 
residue, (cyclic) alkenylene; Y - H, CH20H, alkyl. PhCH2, 
thiophenylaethyl, furylmethyl; a, n, o - 0-12; m+n+o S12; F - bond, 
aromatic amino acid; G - bond, Ser, Thr, Gly, Val, Ala, Cys, Tyr; H - 
D-aroaatic 

amino acid, D-Hype; I - Oic, Aoc, Thz, Tic, L-indoline-2-carboxylic acid, 
Aib, Leu, He, Val, Thi, octahydro-lH-isoindole-l-carboxylate, pipecolinic 
acid, Pro, 4Hyp, azetidine-2-carboxylate, Phe, homoPbe, Hype; J - Arg, 
Orn, Asn, Gin, Lys* Hype - Ql/ R - (substituted) alkyl, cycloalkyl, aryl, 
aralkyl, etc.i X - O, S, SO, S02; Cn - OH, amide, alkoxy, D- or L- amino 
acid residue* Aib - 2-aminoisobutyrate; Aoc - (S,S,S)-2- 
azabicyclo{3. 3.0] octane -3 -carboxy late; Eac - e-aminocaproate; 
dehydroPro - 3, 4-dehydroproline; 4Hyp - 4-hydroxyprolinei Tbi - 
B-2-thienylalanine; Thz - thiaxolidlne-4-carboxylatei Tic - 
tetrahydroisoquinoline-3-carboxylate; Oic - (2S, 3aS, 7aS> -octahydro-lH- 
indole-2-carboKylate] , were prepared Thus, title compound (I) antagonized 
bradylcinin with Ki - 15 |iM. 
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AB Pseudopeptide corapds. A-B-C-D-E-F-G-Cn wherein: A is H or is selected from 
L- and D-isomers of, e.g., Arg, Gin, Asn, Lys; B is a bond or is selected 
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from L- and D-isomers of Arg, Gin, Asn, Lys; C is a C2 to C18 olefinic 
aminoalkencyl NH(CH2) mZl (CH2) nZ2 (CH2) oCO wherein Zl and Z2 are 
independently selected from the group consisting of a bond, C3-B 
carbocycle, C2-18 monoolefin or C4-18 polyolefin contg. 1-5 double bonds 
which may optionally be incorporated into a cyclic system; m, n, and o are 
independently 0-12, with the proviso that their total does not exceed 16; 
D is a bond or is selected from Ser, Thr, Gly, Val, Ala, Cys, and Tyr; E 
is selected from the group consisting of a D-arom. amino acid and a D-Hype 
(hydroxyproline ether/thioether) ; F is selected from, e.g., Oic, Aoc, Thz, 
Tic {Oic is (2S,3aS,7aS)-octahydro-lH-indole-2-carboxylic acid; Aoc is 
(S,S,S)-2-azabicyclo(3.3.0]octane-3-carboxylic acid; Thz is 
thiatolidine-4-carboxylic acidi Tic is tetrahydroisoquinoline-3- 
carboxylic acid] ; G is selected from Arg, Orn, Asn, Gin, and Lys; Cn is OH 
or a C-terminal extension selected from, e.g., amide, alkoxy, based on a 
modified bradykinin sequence are potent bradykinin receptor antagonists. 
Amino acids at at positions 2 through 5 are replaced by olefinic 
aminoalkencyl groups to reduce the peptide nature of the compds. The 
analogs produced are useful in treating conditions and diseases of a 
mammal and human in which an excess of bradykinin or related kinins are 
produced or injected such as by insect bites. Thus, e.g., pseudopeptide I 
was prepd. by solid-phase methodol., incorporating aminoalkencyl spacer 
N-Boc-3- [2- (aminomethyl) phenyl] -2-propenoic acid (also prepd. )> I 
exhibited binding to human bradykinin B2 receptor with K - 27 nM, and 
bradykinin antagonist activity with pA2 - 120 ± 8. 
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AB H-A1-A2-A3-A4-A5-A6-R1 (Al, A2 - D- or L-Arg, -Gin, -Asn, -Lys(Ac), -Lys, 
Lys-Lys, Sar, etc.; A3 - Ql, Q2; Y, Z - amino acid residues forming 
ccvalent bonds through their side chains; D, E - Pro, 4Hyp, Tic, Ala, Gly, 
Oic, Thz, Aib, dehydroprolyl, etc.; F - Phe, Thi, Trp, Tyr, Leu, He, Tic, 
Oic, hPhe, Nal, Val, phenylglycyl, etc.; G - bond, Ser, Thr, Gly, Val, 
Ala, Cys, Tyr; A4 - D-Phe, D-Tic, D-Pro, Q3; R - H, (substituted) alkyl, 
aryl, aralkyl, alkenyl, cycloalkyl, etc.; X - O, S, SO, S02; AS - Oic, 
Aoc, Tic, Pro, Aib, Leu, He, Val, Thi, Phe, hPhe, Q3, etc.; A6 - Arg, 
Orn, Asn, Gin, Lys; Rl - OH, amide, alkoxy, D- or L-amino acid or peptide 
residue; 4Hyp •■ 4-hydroxyprolyl; hPhe - homophenylalanyl, Thi - 
B-2-thienylalanyl, Tic - tetrahydroisoquinolin-3-carboxylic acid 
residue; Oic - (2S, 3aS, 7aS) -octahydro-lH-indole-2-carboxylic acid 
residue; Thz - tniaiolidlo«-4-carboxylic acid residue; Aib - 
2-aminoisobutyric acid residue], were prepared Thus, title compound (I; 
prepared using FMOC chemical) antagonized bradykinin in guinea pig 

intestinal 

strips with pA2 - 6.6. 
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related kinins is produced or injected as by insect bites, particularly 
for treating local pain and inf lammation fron burns, wounds, cuts, rashes, 
other trauma and pathol. conditions (no data). Thus, D-Arg-Arg-Pro-4Hyp- 
Gly-Thi-Ser-D-Phe-Oic-Arg-OH was prepd. by the solid phase method using a 
peptide synthesizer (model 9,600i Hilligen Biosearch) Boc-Arg (Tos) -PAN 
resin and N-Boc-protected amino acids including Boc-Oic-OH, Boc-Thi-OH, 
and Boc-4Hyp(Bzl)-OH. 



Q" NHlCHzJ^jCHCO — 



Q 1 - RX 



IX 



AB The substitution of at least one of the amino acids in positions 2 to 5 of 
the bradykinin peptide with a fatty acid amide converts bradykinin 
agonists into bradykinin antagonists. The invention further includes the 
intermediate compds. and addnl. modifications at other positions within 
the modified bradykinin antagonists which increase enzyme resistance, 
antagonist potency and/or specificity of the new bradykinin antagonists. 
This bradykinin- type peptides are represented by the formula 
Rl-A-B-C-D-E-E-F-G-H-I-J-Cn {Rl - hydrogen; A, B - D- or L-Arg, -Gin, 
-Asn, -Lys, or -Lys(Ac), Arg (Tos) , Arg(N02), Lys-Lys, Ac-D-Arg, 
L-citrulline; C, D - direct bond, Pro, dehydro-Pro, 4-hydroxy-Pro (4Hyp), 
tetrahydroisoquinoline-3-carboxylic acid (Tic), (S,S,S)-2- 
azabicyclo(3.3.0]octane-3-carboxylic acid (Aoc) , L-azetidine-2-carboxylic 
acid, B-aminocaproic acid (Eac) , Gly, tblazolidine 

-4-carboxylic acid (Thz) , (2S,3aS, 7aS) -octahydro-lH-indole-2-carboxylic 
acid (Oic), 2-aminoisobutyric acid (Aib) , NH(CH2)xC0, Q (wherein x - 
2-18) > E - direct bond, Gly, Ala, Thr, Ser, NH{CH2)kCO, Q (wherein x - 
2-18) f F - direct bond, Phe, B-2-thienylalanine (Thi), Leu, He, Tic, 
Oic, homo-Phe, phenyl-Gly, B-cyclohexylalanine, Val, 
B-naphthyl-Ala (Nal), Val, NH(CH2)xCO, Q (wherein x - 2-18) i G - Ser, 
Thr, 4Hyp, Gly, Val, Ala> H - D-Tic, D-Phe, trans-D-Ql (wherein R - alkyl, 
alkenyl, aryl, aralkyl etc./ X - S, 0) t I - Phe, Tic, homo-Pro, cis- or 
trans-L-Ql, etc. t J - Arg, Lys, Orn, Asn, Gin, Lys(Ac), Orn(Ac)> Cn - OH, 
amide, alkoxy, D- or L-amino acid residue, peptide residue containing D- or 
L-amino acids). The analogs produced are useful for treating human or 
mammalian conditions and diseases in which an excess of bradykinin or 
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H-D-Arg-Arg-Pro-Hyp-Gly-Thi-Cys-Xl-Cys-R rv 



AB Drawing on the reported spectroscopic data for bradykinin in solution and, 
in 

particular, the possible significance of B-turn structures at the 
C-terminus of bradykinin receptor- active compds., five peptides 
H-D-Arg-Arg-Pro-Hyp-Gly-Thi-Ser-D-Tic-X-Arg-OH [Thi - L-4- 
thiazolidinecarboxylic acid, Tic - 1, 2, 3, 4-tetrahydroisoquinoline- 
3-carboxylic acid/ X - L-Tic (I), D-Tic (II), (1R, 4S, 5R) -2- 
azabicyclo(3.3.3}octane-4-carboxylic acid (III)), and IV (XI - 
D-Tic-Phe-Arg, R - OH; XI - D-Phe-Phe, R - Arg-OH) were prepared to 
challenge the hypothesis and probe the geometric and electronic 
requirements of the bradykinin receptor. Peptides I, II, and III were 
expected to stabilize the B-turn via conf ormationally constrained 
dihedral angles w, .vphi., and % for the amino acids at positions 
i and i+1 of the B-turn. Subsequent conformational anal, using 
empirical energy calcns. suggested that only peptides I and III should 
adopt the desired turn, a result verified by the inactivity of peptide II 
in the binding assay. Both peptides I and III were highly potent 
bradykinin receptor antagonists. The B-turn was anticipated to exist 
in peptides IV due to the disulfide bond cyclization bridging the amino 
acids at the C-terminus. Energy calcns. performed on these peptides 
suggested a diminished likelihood of a C- terminal type II' B-turn due 
to the presence of cis amide bonds and like peptide II, were found to have 
no activity in the bradykinin receptor binding assay. These peptides 
support the hypothesis that peptide bradykinin receptor antagonists must 
adopt a B-turn geometry at their C-terminus in order to have a high 
affinity for the receptor as suggested by previous NMR expts. in nonpolar 
solvent systems. 



